them less favorable [7] . Endoscopic interventions including intra-pyloric injection of botulinum toxin, endoscopic gastrojejunostomy, and transpyloric stenting have also been described [8] .
Based on positive results with pylorus-dedicated procedures and the success of per-oral endoscopic myotomy (POEM) in management of esophageal achalasia, a minimally invasive method called per-oral pyloromyotomy (POP) or gastric POEM (G-POEM) recently has been introduced [9 -10] . This novel technique employs principles of esophageal POEM and was first reported by Khashab et al. in 2013 [10] . Over the last few years, several observational studies and case reports have described promising results of G-POEM in treatment of patients with refractory gastroparesis [11 -19] . These recently published studies were intended to describe this new technique as a feasible and effective approach for management of patients with refractory gastroparesis. Nevertheless, owing to the novelty of this technique, the published studies had small sample sizes and short follow-ups. Also, this skill-dependent technique has been done by highly experienced endoscopists and there is no consensus on the efficacy and safety of the procedure. Thus, we aimed to perform a meta-analysis assessing the success rate of G-POEM, its adverse events (AEs) and the results of patients' follow-up scintigraphic studies.
Methods
The current meta-analysis was performed following the guidelines of the Preferred Reporting Items for Systematic Reviews and Meta-Analyses (PRISMA) [20] and meta-analysis of observational studies in epidemiology (MOOSE) [21] .
Literature search and study selection
The study protocol was elaborated and approved by the investigators. A comprehensive literature search was developed by an experienced medical reference librarian (K.L) and the subsequent literature search was conducted by two independent investigators (MA.M, D.S). To find relevant publications, MED-LINE, Embase and Scopus databases were searched through May 1, 2018. The MeSH and keyword search terms included: "Gastric per-oral endoscopy myotomy," "G-POEM," "per-oral pyloromyotomy," and "gastroparesis". All identified records were screened based on their title and abstract and the eligible articles were selected to be evaluated at the level of full text. Only English language articles were included. In addition, the bibliography of eligible articles was reviewed to identify more relevant studies.
Inclusion and exclusion criteria
Inclusion criteria were established by two authors (MAM, MAK) and were determined as studies that described performing G-POEM on patients with refractory gastroparesis (persistent symptoms refractory to medical therapy or Gastroparesis Cardinal Symptom Index (GCSI) > 1.5 for more than 6 months). We intended to identify randomized clinical trials (RCTs) or observational studies that reported clinical success rate and GSCI or gastric emptying scan (GES) before and after G-POEM. Clinical success rate was defined as statistically significant improvement in the mean GCSI.
Exclusion criteria were: ▪ Studies performed on animal subjects ▪ Individual case reports or case series with fewer than 5 patients ▪ Published abstracts ▪ Review articles, technical and investigative studies that did not report original data for clinical outcomes
All eligible articles were downloaded into EndNote 7.0 (Thomson ISI ResearchSoft, Philadelphia, Pennsylvania, United States), and duplicate studies were removed. Relevant articles were identified for review at the level of full text according to their titles and abstracts. Studies were selected for the final inclusion if they met all the inclusion criteria. The whole process of literature search, identification of relevant articles and fulltext study review were performed by two investigators independently. The decision for the final inclusion was achieved by joint consensus between two investigators (MA.M, DS).
Data extraction and quality assessment
Data were extracted by two independent investigators (M.AM, D.S) from included articles using a predesigned extraction data form. Study design, year of publication, number of patients, age, clinical success rate, GCSI before and after procedure, GES before and after procedure, etiology of gastroparesis, length of procedure, length of hospital stay, myotomy length, and adverse events were extracted. Two independent investigators (M.AM, DS) conducted quality assessment by using the National Institutes of Health (NIH) quality assessment tool for before -after studies with no control group [18] . Any discrepancy between investigators was discussed and a joint consensus was achieved.
Statistical analysis and data synthesis
Efficacy and feasibility of G-POEM were considered as the primary outcomes of interest in this study. Weighted pool rates of clinical success with their corresponding 95 % confidence intervals (CI) were calculated and the corresponding forest plot was drawn. Secondary outcomes of interest of this study included: ▪ Pooled difference in mean values of GCSI before and after the procedure. ▪ Pooled difference in mean value of GES before and after the procedure.
Paired t test was used to compare before and after procedure values in each study. Heterogeneity across studies was evaluated by Cochran's Q test and I 2 [22] . P < 0.1 for the Cochran's Q test was considered statistically significant for presence of heterogeneity. The I 2 score values of 0 % to 50 %, 50 % to 75 %, and 75 % to 100 % were considered as low, moderate, and high heterogeneity, respectively [23] . When heterogeneity was low, fixed effect model was applied and if moderate or high level of heterogeneity was observed, DerSimonian -Laird random-effects model of meta-analysis were applied [24 -25] .
Publication bias was evaluated by Egger's test and visual evaluation of obtained funnel plots. If publication bias was found, Duval and Tweedie's ''trim and fill'' test was used to account for the possibly missing studies.
All analysis was performed by Comprehensive Meta-Analysis software (version 3.0; Biostat; Englewood, New Jersey, United States).
Results

Literature search
Our search strategy identified 42 records from PubMed, 104 records from Embase, and 35 records from Scopus. After removal of duplicates, 98 articles were screened based on their title and abstract and 76 records were excluded. Full texts of 22 studies were reviewed for the final inclusion. One study was not selected for the final inclusion due to the fact that it was performed under guidance of laparoscopy [17] . We excluded two studies due to population overlap [11 -12] . Finally, seven studies with a total 196 patients with refractory gastroparesis were included in this meta-analysis. Two studies [11, 15] were prospective and five studies [13 -14, 16, 18 -19] were retrospective. The search strategy and the process of study selection are described in a PRISMA flowchart (▶ Fig. 1 ).
Study characteristics and quality assessment
Regarding the etiology of gastroparesis among these 196 patients, idiopathic was the most prevalent cause, present in 83 cases (42.3 %), 51 cases (26 %) were post-surgical, and 56 cases (28.5 %) were diabetic. Six patients (3 %) had gastroparesis due to other etiologies such as infection and scleroderma. Due to small number of patients in each group, cumulative clinical response was analyzed. Patients' duration of follow-up ranged between 1 and 18 months.
In six studies [13 -16, 18 -19] routine G-POEM was performed as described by Khashab et al. [10] , while in one study [11] , fluoroscopy-guided G-POEM was performed. Demographic data, technical information and reported complications are detailed in ▶ Table 1 . Duration of procedure was reported in six studies [13 -16, 18 -19] with a mean of 69.7 minutes (95 % CI: 39 -99), Cochern Q test P < 0.001, I 2 = 97 %, random effect model. Eager's test revealed no publication bias (two-sided P = 0.29). The pooled average hospital stay was 1.96 days (95 % CI: 0.98 -3.02) and was reported in four studies [14 -16, 19 ] P < 0.001, I 2 = 96 % random effect model. Egger's test demonstrated low risk of publication bias (two-sided P = 0.35).
Based on NIH quality assessment, three studies [13 -14, 18 ] had good quality, and the other four studies [11, 15 -16, 19] were of fair quality (▶ Table 2 ).
Meta-analysis
Primary outcome Overall, the technical success rate was 100 %. Regarding the primary outcome of interest, five studies [13 -15, 18 -19] reported clinical success rate. One study [14] defined clinical success as improvement in symptoms without recurrent hospitalization. Another study [15] reported clinical success subjectively The remaining studies [11, 13, 16, 18 -19] described clinical success as significant decrease in the GCSI after procedure. On fixed effects models, the weighted pooled rate (WPR) of clinical success of G-POEM was 82 % (95 %CI: 74 % -87 %), P = 0.83, I 2 = 0 (▶ Fig. 2 ). Visual assessment of funnel plot and Egger's test demonstrated low risk of publication bias (two-sided P = 0.61).
▶ Table 2 Quality assessment of studies with NIH quality assessment tool for before -after studies with no control group. 
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Secondary outcomes
For secondary outcomes of interest, the pooled difference in means of GCSI before and after procedure was calculated. Three studies [11, 15, 19] reported mean values of GCSI 5 days after the procedure. The pooled mean difference in GCSI following the procedure was statistically significant -1:57 [95 % CI: -2.2, -0.9; P < 0.001], Cochrane Q test P = 0.01, I 2 = 77 %, random effect model (▶ Fig. 3 ). Although the heterogeneity was high, all studies reported decrease in values of GCSI following G-POEM. Egger's tests did not find any publication bias (P = 0.62, two-sided). Mean difference of GCSI 1 month following G-POEM -2.35 ± 0.47 and -1.7 ± 0.42, which was reported by Gonzalez et al. [13] and Mekaroonkamol et al. [19] , respectively. The mean difference between GSCI before and 3 months after the procedure was reported by Gonzalez et al. [13] (-2.3 ± 0.55) and Rodriguez et al. [16] (-1.3 ± 0.46). The average percentage of gastric retention 4 hours after a solid meal on GES before and 2 to 3 months after the procedure were reported by 5 studies [13 -16, 19] . It was decreased significantly (P < 0.001) and difference in mean values of GES was -22.3 (95 % CI:-32.9, -11.6), Cochran Q test P = 0.01, I 2 = 67 %, random effect model (▶ Fig. 4 ). Egger's test did not show any publication bias (P = 0.72, two-sided).
Adverse events
All seven articles [11, 13 -16, 18 -19] reported post-procedure AEs. Twelve AEs were reported in 196 patients. Capnoperitoneum was the most common. It happened in seven cases and was managed with needle decompression. Peptic ulcer and bleeding occurred in two patients. One case of pulmonary emboli, one case of abscess, and one case of stricture were also reported. No mortality was reported due to G-POEM.
Discussion
Since the first report of human G-POEM in 2013 [10] , a few studies have described the technical feasibility and short-term outcomes of this treatment modality [11 -19] . The findings of our meta-analysis suggest that G-POEM could be considered as an effective treatment for management of patients with refractory gastroparesis. In all studies, the technical success rate was 100 %. Based on a systematic review and meta-analysis, we found a very high clinical success rate. While many surgical options including pyloroplasty have been described for management of patients with refractory gastroparesis [26 -27] , their results have been variable with a high rate of complications and recurrence of patient symptoms [27] . Gastric electrical stimulation has been described as one of Fig. 3 Forest plot displaying difference in means of GCSI before and 5 days after the procedure.
the most popular surgical techniques for management of patients with gastroparesis [28] . Though this technique has been shown to significantly improve symptoms in patients with diabetic gastroparesis, that was not observed in patients with other etiologies. One clinical trial that evaluated the efficacy of gastric electrical stimulation in 33 patients with diabetic and idiopathic gastroparesis reported no significant improvement [29] . Furthermore, device-related complications such as lead migration, infection, bowel obstruction, and perforation were also reported in several studies [26 -27] . There has been a trend toward less invasive, more efficient alternative options such as endoscopic implantation of gastric electrical stimulation [28] . While initial results have been promising, further larger studies are required to evaluate the outcomes of this technique.
The promising results of our meta-analysis could be attributed to the underlying mechanisms of gastroparesis. A subset of patients with gastroparesis have functional outlet obstruction due to pyloric dysfunction, spasm, or fibrosis [30] . Thus, it is assumed that therapeutic interventions specific to the pylorus could yield satisfactory outcomes. A number of therapeutic procedures directed at the pylorus have been described. For instance, intrapyloric injection of botulinum toxin has been applied and two placebo-controlled studies evaluated the outcome of this technique in management of patients with gastroparesis [31 -32] . However, the results were not satisfactory due to short duration of action and suboptimal efficacy. According to The American College of Gastroenterology, this technique is not recommended for management of patients with gastroparesis and further investigations are required to assess the efficacy of this technique in a particular subset of patients with documented pylorospasm.
Transpyloric stenting has also been introduced as another pylorus-directed technique. In a retrospective case series, this technique was performed on 30 patients with refractory gastroparesis [33] . The authors reported that clinical response was significantly lower in patients with pain than those patients with nausea and vomiting. Furthermore, stent migration was a common complication, which occurred in at least 48 % of patients even after stent suturing. This technique is not considered definitive therapy in these patients. This is the first meta-analysis that evaluated the outcome of GPOEM in patients with refractory gastroparesis. We performed a comprehensive literature search and excluded published abstracts, as there are usually discrepancies between full publication and the published abstracts. Based on the findings of our meta-analysis and comparing our results with other management options for gastroparesis, it could be assumed that G-POEM could serve as a potentially ideal technique with low risk of complications. However, it should be noted that results of our study are weakened by limitations inherent to the included studies. G-POEM is a relatively new technique and the studies that reported the outcome of this procedure have short follow-up duration. Therefore, we cannot not provide high-level evidence regarding the durability of this technique in offering long-term symptom relief. Furthermore, included studies were relatively small. Although we did not observe a significant level of heterogeneity in our primary outcome measure, we noted a high level of heterogeneity in all of our secondary outcome measures. This finding could be attributed to different inclusion criteria in the studies. Included studies implemented distinct criteria to define clinical success rate. Moreover, patients with gastroparesis have various etiologies as well as symptoms and we could not categorize our outcomes based on these etiologies, owing to small sample size of study populations and limited available data. For objective assessment of clinical response, GCSI was reported at baseline, 5 days, 1 month, and 3 months after the procedure and GES was evaluated at baseline and 2 to 3 months after the procedure. Finally, included studies have been performed by experienced endoscopists and this might affect the generalizability of our findings. ▶ Fig. 4 Forest plot displaying difference in means of GES before and after the procedure.
Study name
Conclusion
The findings of our meta-analysis suggest that G-POEM is an effective therapeutic intervention for management of patients with refractory gastroparesis in terms of clinical response and scintigraphic studies. Large controlled trials are required to identify the subset of patients who would benefit the most from this technique.
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